Background: Allogeneic red blood cell transfusion is frequently used in total hip replacement surgery (THR). However, data on the prognosis of transfused patients are sparse. In this study we compared the risk of complications following THR in transfused and non-transfused patients.
Background
Primary total hip replacement (THR) is a common surgical procedure in developed countries, and incidence rates appear to be increasing [1] [2] [3] . Although THR surgery is an elective procedure (i.e. there is usually time to haemodynamically stabilize the patient preoperatively), it is associated with blood loss resulting in transfusion rates between 30-80% [4, 5] . Considerable evidence points to an increase in the risk of serious complications and death in critically ill patients who are transfused, especially in patients who are undergoing cardiac surgery [6] [7] [8] [9] . However, data is limited on the safety of blood transfusion among orthopaedic patients, including patients undergoing THR, which are considered to be healthier patients than persons from the general population. Most [10] [11] [12] [13] [14] but not all [15] previous studies on orthopaedic patients have reported an increased risk of postoperative infections including pneumonia, short-term mortality, length of hospital stay, intensive care unit stay, and systemic inflammatory response syndrome in patients receiving blood transfusion(s). Interpretation of published findings is limited by various methodological shortcomings, such as selected and heterogeneous study populations (e.g. single-institution, only patients over 60 years of age, or a mixture of hip and knee replacement, trauma and hip fracture patients), retrospective data collection, incomplete follow-up, insufficient confounder control, and small sample sizes.
The objective of this large population-based follow-up study was to determine whether allogeneic red blood cell transfusion was associated with increased odds of complications following THR. Complications recorded included hospitalization with cardiovascular and/or cerebrovascular events, venous thromboembolism, pneumonia, reoperation due to infection of primary THR, and mortality within 90 days of primary THR.
Methods

Study population and settings
The National Board of Health and The Danish Data Protection Agency approved the study. The present study was conducted among patients undergoing primary THR at hospitals in the Danish counties of North Jutland, Aarhus, Funen, and Copenhagen, encompassing 20 orthopaedic departments. These 20 departments serve approximately 45% of the Danish population (nearly 2.3 million people).
Patients were identified via the Danish Hip Arthroplasty Registry (DHR), a registry of all primary total hip replacements and revisions performed in Denmark since 1995. Since its establishment, the DHR has recorded 94% of all procedures performed at 45 orthopaedic departments [16] . The recorded data, including preoperative, perioperative, and postoperative data, were collected prospectively by the operating surgeon using standardized forms.
We first identified primary THR procedures registered in the DHR and performed at the hospitals reporting to the Danish Transfusion Database from 1 January 1999 to 31 December 2007 (n = 28,709). Patients without possibility for follow up (n = 90) and bilateral primary THR procedures performed during the same surgery (n = 532 corresponding to 266 patients) were excluded. However, we did not exclude patients who sustained right and left THR during the study period as long as surgery was not performed on the same day; those patients were treated as independent observations. In total, data for 28,087 primary THR procedures were available for further analyses.
The Danish National Health Service provides tax-supported healthcare for the entire population, guaranteeing free access to family physicians and public hospitals. Unambiguous linkage between various registers can be performed by means of the civil registration number, a unique permanent personal identification number given to all Danish citizens.
Data on allogeneic red blood cell transfusions
The Danish Transfusion Database is a national clinical registry monitoring the use of blood components. The database retains data on all blood transfusions administered at the included hospitals during the study period and includes information on the civil registration number of the patient receiving the specific blood component, types and number of blood components administered to the patient, date of delivery of the blood component from the blood bank, and clinical biochemical data. Via the Transfusion Database, data was obtained on all allogeneic transfusions of red blood cells administered to included patients within eight days of primary THR surgery. Patients were classified as having received either none or one or more units. Haemoglobin concentrations measured preoperatively and at the time of discharge, were also obtained from the Transfusion Database.
Data on patient outcomes
The five following transfusion-related complications were defined as outcomes if they occurred within 90 days of the primary THR procedure: 1) death, 2) hospitalization with cardiovascular events including myocardial infarction, congestive heart failure, peripheral vascular disease, or cerebrovascular events, 3) hospitalization with venous thromboembolism, including deep venous thrombosis and/or pulmonary embolism, 4) hospitalization with pneumonia, and 5) reoperation due to infection. Data on death were obtained from the Civil Registration System which has kept daily updated electronic records on any change of address, date of emigration, and date of death for the entire Danish population since 1968 [17] . Data on hospitalizations were identified in the Danish National Registry of Patients, which has kept information on the dates of all admissions and discharges including up to 20 diagnoses for every discharge from non-psychiatric hospitals in Denmark since 1977. Diagnoses are classified according to the Danish version of the International Classification of Diseases (ICD). The eighth edition (ICD-8) was used from 1977 to 1993 and the tenth edition (ICD-10) has been used hereafter. The physician who dis-charged the patient assigned all discharge diagnoses. Data on reoperations due to infection were obtained from the DHR.
Statistics
Propensity score matching
In order to overcome bias due to confounding, we matched patients receiving red blood cell transfusion to patients not receiving transfusion with a 1:1 ratio using propensity score matching [18, 19] . Thus, we identified a set of transfused and non-transfused THR patients who had a similar baseline chance of being transfused. For this purpose we computed a propensity score for each patient using logistic regression. The propensity score reflected the probability of receiving a red cell transfusion given the individual patient's covariate values. Covariates (n = 69) included into the propensity score have been chosen because they are supposed to be used by physicians in the decision making regarding the use of red blood cell transfusion or not, according to current transfusion guidelines, previous literature, and univariate analyses in our study. Diagnosis for primary THR was categorised as primary arthrosis, sequelae after trauma (i.e. fresh fracture and late sequelae from proximal femur fracture, fracture of acetabulum, and traumatic hip dislocation), and other diseases. Using the Danish National Registry of Patients, we extracted data on the 18 major comorbidities before primary THR for each patient, which are generally used for the construction of the Charlson comorbidity index score translated from corresponding ICD-8 and ICD-10 hospital discharge codes [20] .
Then, using a macro (available at: http://www2.sas.com/ proceedings/sugi26/p214-26.pdf), we matched each case (THR patients who received transfusion) to a unique control (THR patients who did not receive transfusion) on the propensity score alone. Thus, we started with a 5-digit match, and if this could not be done, we then continued to a 4-, 3-, 2-, or 1-digit match. For data regarding the quality of matches see Additional file 1. Unmatched transfused patients were excluded. We were able to match 2254 transfused THR patients to 2254 unique non-transfused THR patients.
We evaluated the balance of the covariates between the two treatment groups before and after matching using standardized mean differences. A standardized mean difference that exceeds 0.1 is indicative of significant imbalance between groups.
Information on blood loss during the surgery, which is an important predictor for transfusion, was not available in our dataset. Information on smoking status, obesity/ body-mass index (BMI), prior history of transfusion, preoperative history of increased perioperative bleeding, and pre-operative history of chronic anaemia was also not available and thus not included in the propensity matching score.
Analyses
The study population was followed from the day of primary THR to the occurrence of death, hospitalization for cardiovascular or cerebrovascular events, venous thromboembolism, pneumonia, reoperation due to infection, or 90 days after surgery. We used multivariate logistic regression analysis to assess the association between transfusion and later outcome by computing odds ratios (OR) and 95% confidence interval (CI) as a measure of relative risk. We also adjusted for the haemoglobin concentration 1-7 days postoperative as a surrogate measure of blood loss.
Subgroup analyses were done according to history of previous hospitalization with cardiovascular events (i.e. myocardial infarction, congestive heart failure, cerebrovascular, and peripheral vascular disease) and postoperative haemoglobin level (below or above 105 g/l within 7 days of surgery). Because of the relatively small number of events for each outcome, we used a composite risk estimate combining all five outcomes in the subgroup analyses.
Finally, we performed dose-response analyses on the association between number of transfusions and the composite outcome.
All statistical analyses were performed using SAS software (Version 9.1.3; SAS Institute Inc, Cary, NC).
Results
Of the 28,087 THR procedures, 9,063 (32.3%) received ≥ 1 red cell transfusion during or within 8 days of primary THR procedure. The median number of red cell units per patient transfused was 2 (range: 1 to 20).
Compared with non-transfused patients, transfused patients were older and had more comorbid conditions (table 1) . Transfused patients were also more likely to be female, to receive a cemented prosthesis, and to have a THR procedure of more than two hours. Thus, there were substantial differences in the patient characteristics between transfused and non-transfused patients (table 1) .
Analyses of the propensity-matched population
Covariates included into the propensity score are presented in table 2. Using the propensity score matching method (see Additional file 2), we identified a population of transfused and non-transfused patients with no substantial differences for any of the characteristics related to the risk of transfusion (table 2). The patients who were Data are shown in number (%) unless otherwise specified. * Each of the 20 hospitals performing the THR procedures was treated as separate covariate. ** Anti -rheumatic drugs were used as prophylaxis for heterotopic bone formation. *** A standardized mean difference that exceeds 0.1 is indicative of significant imbalance between groups. Data are shown in number (%) unless otherwise specified. *Good balance between groups for each of the 20 hospitals included in the propensity score was achieved in general. ** Anti -rheumatic drugs were used as prophylaxis for heterotopic bone formation. *** A standardized mean difference that exceeds 0.1 is indicative of significant imbalance between groups. matched in the propensity score did not differ substantially from the unmatched excluded patients in any of the covariates included in the propensity score. Table 3 shows the absolute risk of each of the outcomes in the propensity score matched population. Figure 1 Crude and adjusted odds ratios of adverse outcomes within 90 days of primary total hip replacement (THR) associated with red blood cell transfusion among propensity score matched patients Figure 1 Crude and adjusted odds ratios of adverse outcomes within 90 days of primary total hip replacement (THR) associated with red blood cell transfusion among propensity score matched patients. Submitted and labelled separately. Legend: * odds ratio with 95% confidence interval. ** odds ratio adjusted for haemoglobin concentration 1-7 days postoperative. Reference group is non-transfused patients. 
Subgroup analyses
Using the same covariates included in the propensity score matching (table 2) , we were able to match 407 transfused THR procedures to 407 unique non-transfused THR procedures, all with a history of cardiovascular events, and 1,834 transfused THR patients to 1,834 unique non-transfused THR patients, all without a history of cardiovascular events. For THR patients with a history of cardiovascular events prior to surgery, red blood cell transfusion was associated with odds of the composite adverse outcome within 90 days of surgery of 1.2 (CI: 0.8-1.9) compared with non-transfused patients. In THR patients without cardiovascular events prior to surgery, the odds of the composite outcome was 1.7 (CI: 1.1-2.7) among transfused versus non-transfused patients.
Using the same covariates included in the propensity score matching (table 2) , we matched 729 transfused THR patients to 749 unique non-transfused THR patients, all with a postoperative haemoglobin concentration below 105 g/L, and 1,505 transfused THR patients to 1,505 unique non-transfused THR patients, all with postoperative haemoglobin concentration of greater than 105 g/L. Among THR patients with postoperative haemoglobin below 105 g/L, the adjusted OR for the composite adverse outcome within 90 days of surgery was 1.1 (CI: 0.5-2.7) for transfused patients compared with non-transfused patients. In contrast, among THR patients with a postoperative haemoglobin level above 105 g/L, the adjusted OR for composite outcome within 90 days of surgery was 1.6 (CI: 1.0-2.5) for transfused compared with non-transfused patients.
Discussion
In this large population-based follow-up study of primary THR patients, we found that red blood cell transfusion was associated with substantially increased odds of an adverse outcome, in particular death and pneumonia.
Strengths and limitations
Strengths of the present study include the large sample size and the population-based design with complete follow-up for all patients included in the study population. All data were prospective collected independently of the objective of our study. Since the study population was identified only after collection of data had ended, this is a retrospective (or historical) population-based cohort study. The DHR database had a high validity The major methodological concern in observational studies on medical interventions, including transfusion, is the obvious risk of bias due to confounding; this is also the case in our study. Detailed and complete data on patientand procedure-related characteristics were available and thorough efforts were made, including a combination of propensity score matching and multivariable adjustment techniques, to minimize any impact of confounding on the results. Although the covariates included in the propensity score were chosen based on the current guidelines for transfusion and literature reporting on factors affecting the decision whether to transfuse or not, we don't know to what degree these covariates are truly transfusion triggers in Danish orthopaedic departments or to what extent phy- Comparison with other studies Our findings regarding the increased odds of death within 90 days after THR are consistent with several studies on critically ill patients, orthopaedic trauma patients, hip fracture patients, and patients undergoing cardiac surgery [6] [7] [8] [9] 13, 15, 27] . THR patients are generally considered to be a patient group with a low mortality compared with the general population, and somehow, transfusion adversely affected this relationship [28] .
An association between transfusion and increased odds of postoperative vascular complications has previously been found among patients undergoing cardiac surgery and among patients admitted to intensive care units [8, 27, 29] . A study of patients undergoing total hip or knee replacement showed that fluid overload is a common complication following allogeneic blood transfusion, which agrees with our results [11] . Nevertheless, the results are not directly comparable since diuretic consumption was used as a surrogate measure for fluid overload and a cardiovascular event, and the study by Bierbaum and colleagues did not take underlying comorbidities and other confounding factors into account. Although the mechanism linking transfusion with cardiac complications remains unclear, several factors may contribute. These factors include augmentation of the inflammatory response responsible for the release of inflammatory mediators, or vasoconstrictors that may facilitate plaque rupture and subsequent thrombosis [30] . Another likely explanation is that a patient's underlying heart condition combined with multiple, rapid blood transfusions lead to pulmonary oedema. However, in our study we found increased odds of adverse outcome for patients with and without a history of cardiovascular disease, although the odds were only statistical significant in the latter group.
Increased odds of pneumonia in transfused versus nontransfused patients is consistent with the results of some, but not all previous studies [11, 14, 31] . These inconsistent results may be due to limited sample size, inhomogeneous study populations, and surgery involving different joints. In addition, previous studies have reported on the risk of postoperative infection in general, including pneumonia, wound infection, urinary infection, and bacteraemia, rather than the risk of pneumonia only. This makes it difficult to directly compare the results of previous studies to one another and to our data. The mechanism underlying the association between transfusion and subsequent pneumonia has not been established. However, it appears likely that systemic immunosuppression due to transfusion-associated infusion of large amounts of foreign antigens changes the cellular responses of the recipient. Nevertheless, a meta-analysis of 15 randomized controlled trials and 40 observational studies showed no clear link between transfusion-related immunomodulation and risk of postoperative infection [32] . However, it was not possible to reach a conclusion specifically on the risk of developing pneumonia based on the meta-analysis, since data on postoperative pneumonia were not available in all studies. Marik and Corwin published a systematic review based on 45 cohort studies, suggesting that transfusions are associated with increased morbidity and mortality risk in high risk hospitalized patients [33] . It has to be noted that our study is based on allogeneic transfusions, and the findings may differ among patients who received autologous red blood cell transfusions. Traditionally, allogeneic blood transfusion has been much more prevalent in Denmark, and data on autologous transfusions were not available for our study.
Previous publications suggest that haemoglobin is a strong predictor for blood transfusion [34] . Nevertheless, data on preoperative haemoglobin concentration was only available for one third of the transfused THR patients in our study. Furthermore, it has been shown that 75% of total hip arthroplasty patients who received a transfusion were not anaemic preoperatively, suggesting that other factors play a considerable role in the decision to transfuse [35] .
We had no information on blood loss during surgery, which may affect prognosis after transfusion and change the quality and focus of our observations if related to transfusion, i.e., if patients who received transfusion had more blood loss than patients who did not receive trans-fusion. If so, the observed adverse outcomes would be associated with blood loss rather than transfusion. To address this issue we performed stratified analyses on postoperative haemoglobin concentration as a surrogate measure of blood loss. Our observations regarding increased odds of adverse outcome among patients with a high or normal postoperative haemoglobin concentration but not among patients with a low postoperative haemoglobin concentration confirm and extend observations made in different settings. One previous study of coronary surgery patients showed increased mortality and incidence of myocardial infarction in transfused patients with a haemoglobin concentration of more than 90 g/L compared to non-transfused patients [36] . Hebert et al. reported in a randomized clinical trial of critically ill patients that liberal transfusion practice (with a threshold for transfusion of 97 g/L and more) lead to a higher rate of cardiac events within 30 days of admission to the intensive care unit compared to restrictive transfusion practice (i.e., transfusion given when the haemoglobin concentration fell below 70 g/L) [37] .
Conclusions
Allogeneic red blood cell transfusion was associated with an adverse prognosis following primary THR. Although the odds ratio estimates may partly be driven by unmeasured bias due to blood loss during surgery, they indicate a need for further examination of the use of allogeneic blood transfusion in total hip replacement patients. The risk versus benefit of transfusion among THR patients warrants careful assessment.
